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(54) SUBSTANCE YM-1 75201 
(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain a new compound 
YM-1 75201 (or its salt), which has a cytotoxic activity 
based on a TGF-p-like action, and is useful as a 
medicine such as antitumor agent, is obtained by 
culturing a new species of microorganism belonging to 
the genus Diheterospora. 

SOLUTION: The compound (or its salt) shown by the 
formula, which has a cytotoxic acivity based on a TGF-p- 
like action, and is useful as a medicine such as antitumor 
agent for breast and colorectal cancers, is obtained by 
culturing a new species of microorganism belonging to 
the genus Diheterospora which is productive of the 
compound (or its salt) [e.g. Diheterospora 
chlamydosporia strain Q58044 (FERM P-16478)], 
extracting product(s) from the culture, followed by purification 




LEGAL STATUS 

[Date of request for examination] 



http://wwwl9.ipdl.ncipi.go.jp/PAl/result/detail/main/wAAA04aaTjDA41 1 130795Pl.htm 7/24/2006 



Searching PAJ 



Page 2 of 2 



[Date of sending the examiner's decision of 
rejection] 

[Kind of final disposal of application other than 
the examiner's decision of rejection or 
application converted registration] 

[Date of final disposal for application] 

[Patent number] 

[Date of registration] 

[Number of appeal against examiner's 
decision of rejection] 

[Date of requesting appeal against examiner's 
decision of rejection] 

[Date of extinction of right] 



http://wwwl9jpdl.ncipi.gojp/PAl/result/detail/main/wAAA04aaTjDA411130795 7/24/2006 



wn*mmit (jp) 02) & H 4# 1ft & (A) onmmmsstwm 

1-130795 

(43)&BBB ¥tfl 1¥ (1999) 5 J! 18 B 



(51)IntQ. 




F I 




C 0 7 K 5/12 


ZNA 


CO 7K 


5/12 ZNA 


A 6 1 K 38/00 


ADU 


A6 1K 37/02 ADU 








*»5R S!*a©ft3 OL (4 7f 


(21)tilH## 


»H¥9- 297258 


(7DWKA 


000006677 










(22)tHHB 


¥JEK 9 ¥(1997) 10^29 B 




Jfc^«t>ifeKB*«*Br2Ti 3#lHf 






(72)8W# 


*# fS- 








«3S^«ffiK/hajR 1-1-8 UJ2.|*J 
















BB«*» »- 








i&m&m.ihWR 1-1-8 ujirt 














(72)»W# 


«f mm 














(74)ft«A 













(54) [&9J®£«;] YM-175201*S 

(57) \Wh\ ®*^#1-5ESI<0J1«„ 

[M] *»WttTGF-0*fWB»i:«-3vrfc*» [A?fc^&] Tie* ( I ) 




OH 

■essjiSYM- 17520 tt»ft^Mfcfc**rr«aai. 



[^fr»#<o$Sffl] 

i ] TIB^C ( I ) 

[ftl] 




T*^£*b5 YM- 1 7 5 2 0 1 *K*fctt:*0>tto 
[H*^2] YM-1 7 5 2 0 l*R*fctt*<D£Sr& 

[0 0 0 1] 

oil RTMit&®ztt-rzmm\zm*fz 0 

[0 0 0 2] 

[ft*£>8:«] TGF-flHJWB©iWt*«lL*»o» 



5 (Cellg§63^: 245-247H, l990^) o K^ftB 
iat«OB8aiCOVNTt#»«e$^TV>5[Br. Med. 
J.,296, 1621-1624(1988), Br. J. Cancer, 61, 612- 
617(1990), Br. J. Cancer,69, 1006-1009(1994), J. C 
ELL. PHYSIOL., 172, 1-11(1997), Growth-Factors. 199 
2; 7(3): 207-13, J-Biol-Chem. 1997 Feb 14; 272(7): 
3967-72, Nature. 1992 Nov 26; 360(6402): 361-4] D 

TGF-j**#tt, m*0MXfc#^xmMn 

fflULfcT (tumor suppressir gene) t LTf£ffl"f5 k%i 
#<SJVCV5 [International J. Hematology, 65, 97-1 
04(1997)] o iJot> TGF-0««yfl*tf+6«Mt 
I*, SK^IwS<5V^T»«^«ft*»0»«SI, Mil 

[000 3] 

[»Wd5»ftLJ:5i:-rS«jS] #»HttTGF-0« 
[0 0 0 4] 

ttfc T G F - 0 ttfftfl Sr#"T 5«K*K^ 5lfc& 

ib Ties (i) sr*ir*-a^tfcrtaL*38wsr^riiL 
fc e ©TIBS; (i) 

[0 0 0 5] 

Htl 1 




[ o o o 6 ] -^ttc***^* ym— i r 5 2 O 1 tbSTtfEfel* 

©YM- 1 7 5 2 O 1 «)»*ytrt-?rOm«:^W-t-*Ej« 
[00 0 7] 



(I) 

36^ YM— 1 7 5 2 O X «&«r±, ^-^^ o ^a*?5?J« (Di 
hetorospora) I^JR-*- & mm&>'Bt2=.mm SrSfe3fiM«*!stw-C 

^ v&.'&o'Si&'W^M ts t=> w;fe\z. .tor 
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^WW-S^^y- 9 ^9 5 K^)Ky7 (Dihoterosp 
ora chlamydosporia) Q 5 8 O 4 4£fc^a*fc^£> S £ 

loooa] i. &-mmw^*3i'fz>i3L*xi 
ci) ^ws-b - ^ h-trmsK^mite 

2 4«C. 1 4 0 fWV>*&2k~T?=* — — **IBC^4 O mxxitCTfe 

*S5/5fcl*UU* <=>-?, :r i^*i=^^^^*s^»^#£*a,£> 0 

(2) *5P^i^^39E^mit& 
2 4«C. 14 0WJ^>i»*-C3n- — m£^3 OmmlC/j: 

2 4 C C. 1 4 B W<Oi*f3fe-C=3 t=r=.— |*1BC^4 6 mm^/j: 
(4) ^^n"*Xl»ia 

£><> =* o=— «ffi«^^H^"C> «c«>a^fcaic5^ 

[ o o o 9 1 2 . ^3m3*&tn<fesr 

^^?a^ : i s-3 2to«5H-?^WL, j&m*£*nm.m. 

1*2 O — 2 S^-CfeS, 

3. mm&io&vet. 

(1) 7^TnSl^^ 

So strife z — 3 ^a«^^tc z? ^ ~r ^>^< k temrfz-*- 

^5, ^<72:*C# c? r± 1 O — 2 OX 1 — 1. 5 v m-C*fc -5 
. ^#$2-4X1. 5 ~ 2 m m. ^LJWaflS. M33*7f£*£V> 
( 2 ) 7U!>D^^ 

[ O O 1 O 1 ^±£OK¥WttW^^, Q 6 8 O 4 4 «c© 



-5* d aj* 9 & % K^J^y T (Diheterospora chlaniy 
doaporia) <^BE«K £ »*f9; — £fc :^=**<^t£**if^:~T r ISco 

• G. L. Barron and H. S. Onion^Jf ; Canadian Journal 
of Botany, 2&44££. 861-869M, 1966*^35?? 

• W. Gams^F ; Cephalospor ium-art ige Schimmelpi lze < 
Hyphomycetes), 190JJC. G. Fischer. Stuttgart, 1971^ 

■Ctt^-^^vy 5 K^JKy 7^ (VerticUU 

um chlamydosporium) <b & -T. <h "fc> ifc •£> (W. Gam 

s^SF ; Cephalospor lum-art i ge Schimmelpi lze (Hyphomyc 
etes), 1901C, G. Fischer, Stuttgart, 1971^5StT) 

> xz$&fmm-t=>t*^^ 9- 1=. ^tk^ mjkvt <di 

heterospora chlamydospor ia) «t t££ -=» ~C, ^ 

ES«5«r^~^o .^2*9 ^ ^ 5: K^^Ur (Dihoterosp 
ora chlamydosporia) Q 5 8 O 4 4 <k L*fe 0 
^=m«5l*^^^»=i^7K^ ^9 5- K^JKyr (Dihetero 
spora chlamydosporia) <t L-~C ZCj^&WI^^'lto 31^3138? 
S«fTO0f lwgK##F E RM P — 1 64 78-^-tU 

-^ci^xK^ ^ 5: K^J^yr (Diheterospora chlaniy 

dosporia) Q 5 8 O 4 4 h*. <b 5>K£ £ 

I o o l l J (Sai^^^) >^56^^«l*^— 

^^5: T Q 5 8 O 4 4 fcfctf* 

a — D — tfjUta — ^. , D — h — ^ — ^ 

t=f — ^ , y *s h >rV^ L — *?J*S ^ , Z7 ^ S — ^ 

% D — ry= h — yW N -*r^s J — ^ , y ^s*- — ^ ^ 
I J*, D— 1? S ?'Z? I , -ryV | hW/>a' — J* 

> -9-y^^ % dpir>'^>', -^>-^^. ^K»7!» 

. v^^r^ m>> ^yty m*&«&^*s^tr?>*v*„ 

— , B*H&=^*r^. Wb7^7^, ©ftffife^ 
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-Y^afc^^vw ^ — K?tt. ~>- y = 

[0012] t u-r«^«i6ti^^=-F-ci0«-r^ 

<o**— «k6*jtc^3^j-c. 1 5 ~ 3 2 1 (jifE^. 

Sl^fc&<Jt*W<OfB*ft^mi) *>*SK. U < 2 O— 2 5 

tf^ifi-^^^^X-Bo «f«fiO?pHI*«j4. 5 — 8. 6. » 

^snsiJ, isw 2 ~ 1 4 g©ae, u < 4 — - 7 h 
^SS^ifeSo t> a ^.h^^^ss^wsssrmwi-t- 

vovtt-xmmm 3ZLf^is^L^>«ti3t> * v > ^mm 

xae>— 2^ ^-r ■y^'^yc 

hp— 20. Xtt^i'-i'^ysp-9oo<oj:5^ 

* & S — ^, S — /l^, h i", & S — yv, ;r-tr 

od s &m\<^ieimm<&i? h 

— (HPLC) ^^SffilcJ: 9 , £ ^Iw^mw^mifBffii 

loo 1 3 1 ;«isi^YM— 175201 mizm. 
. ^gft. -m^m. ^-^^a«. -t^u-^f^ 

n^. *fcs 2t<=56^twrt YM— l 7 5 2 O l4feK07KlP 



— 1 7 6 2 O l «&«rtc|*^J&^^«r^-^S4»^^fc O . 
ff^ie-^a., — ftfts*: (1) -c^^^a-fb^^to-^^r^lKag^t 

10 o 1 e j &mn&^c7D7z&cvm<&mf&.<&) 

^j^dfe-irywta — ^ r >-^>-, atry tr^/i^tr tz: y k 
V =i-^^^v"^A^J; 5 /jr^^l^J. ^ ^ 1 

10 o 1 ei mn&^-<v-^db(7}i&temf7ZWDtt, s?^Rj&*jtc 
-t 5 /j:^^^, m^pj, wsmm&^^T 

y =2— /v, ^yai^u^^y n-yv, ^- y — ^fftco -t *> 
y V/w^<— h 8 o r^J; 5 ^r*afiK 

^ ^\~mmitm, mmm. mmm, *L<*m, 

lo O l 7 1 3ts;%^«&«<7D^#¥^*«<B:v^^tc^, "biS^ 
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^■s^zrm *r u>^"tr y =1— sum. mma^m^^^-^m 

-< Kn *i/7*o f /V> f-/Hr/VP — ^ (HPMC) . tK 

y tr^/v^P y h'i^ (pvp) . iKjjxf-u^^y a- 

yv (PEG) 4*c07K*SH£i«5:$>^. 
/H?/WP — J* (CMEC) . Kn*^o 
./V-tryvo — ^ ^ — h (HPMC P ) , ^^T^ yyv 
«*.*^yu — > ^TT^ y (^--T K9>¥y S L 
. S. RHiTi^ ; o — J* • K • J*.*fc*EO «*<£>fl&*S 

h y ^^«r^v^-c^i^b-a-«5«r^«x^^r«>^-^^t> 

€JUB-C#<£>o g^i:-t« 5314*7 ictf? C-C 

<b. ESS^-r— 7-yu 15 7—1 5 9 ( 1 9 8 3) St 
^S.W] £>, b-y-^T ^^^.th, 7 8 — 8 2] (19 88 

2> OWBflBB 56 — 49314^-, PR246O607^- 
**RB) „ 
[ O O 1 8 1 

5fcJS«l 1 

^yWa — 1 O s . aK-y- 2 O g . ^Ky^h 

l L Sr-g-tpmite ( p H 7 . O) SrlOOml ^*^> 5 O O 
m 1 »<0^-t^ & 7 5^3 (i^ffi 120*0-02 

o <£rmt&m u/^o y*u~r^ s • k ^**5ee3?c*ait&ici.a < 
^"Sr^-^-^i^^^ C3^xrr^ ^ ^ ^ K^^yros 8 o 
4 4«*a&^origau 2 4t x 2000(2/^ 

= — ^20«, -v^h — ^3 0g, V-f tT — l^K — yH 



5 g > =2 — ^y^; — 1 o s . ^y^rbya 

8 •» N a C 1 3 g , 3K«tK 1 L ( p H 6 . O 

) «r 1 O O m 1 5 O O m 1 ^CO^_i$ ^ ^ ^ =2 

«IKSr 2 m 1 roffifll 2 4 *C 2 O OEI«2/^^ 

£t=-C5HfiB> ffili: 5i#3eU7i:„ r. co J: 5 U*l 
1**^3 y ^ H/HwOV>T6000 rpmri O ^rWiS^^Wt 
SrfT-=>^: w _Hf»«f«:g^«fe^^-yi--C«Jtti EftS*^ h y ^ 

U, ^oD^;UA-^^y-;u ( 3 O : 1 ) -OJRBfl 
^^t3-*r — U ^ o o zj^yu^ — * <5? S — yv 

(1:1) -c^tfcb fst^isr^>«raijwau^. fikmt-. od 

S-HPLC (PEGASIL ODS ^ J* , Senshu-Pak. 20 i. d. ( 
250 mm) ULt* 6 5 % ^ & S — yWTKfiSP^ffi-Cflgf ttj LTfiS 

t^Sr^uyt.ti'— Sr5^^-t--S*-C. YM— l 7 5 2 o l 

[ O O 1 9 1 ^^5^!^bOTC0^JS-fb^6t3+fet^ 
_HBEC0^*fc-Ofc&t£is *»»4^TJ«mWI U^SlYlvl— 1 7 5 2 O 

: 74-76t 

: 1 a ] D 25 -30. 3° (c 0. 19, ^ ^ / -/V) 
: C 28 H 42 N 4 0 6 

SS^IBFAB^^^^^ h7A: Found 531.3188 (M+ 
H)\ Calcd 531.3183 

m^mL^L*^? h7A: ( ^ max MeOH run ) ( c ) 203 

(10,900), 233 (sh,2,000) 
^SfciR*^ h^A : (vmax(KBr) cm" 1 3400, 330 
0, 1680, 1670, 1660,1620, 1520 
X H NMR*"<* hyMs : f 1^6Hitt/TU 0 

±IBO*a^flW4tt^fcYM- 1 7 5 2 0 l^«$rT 

[0 0 2 0] 
lit 2] 
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Phe 



No, 

1 

2 
3 
4 

NH 

V 
2' 
3' 
4' 

5', 9» 
6\ 8' 
T 



Pro 1" 

2" 
3" 
4" 
5" 



3"' 

T" 
B"' 

10- 
NH 



58.8 
23.6 
26.5 



172.8 

53.4 

35.8 

137.0 

129.0 

128.6 

128.7 



171.9 

57.8 

24.7 

25.0 

47.0 

174.4 

54.4 

28.6 

29.1 

25.2 

25.2 

33.1 

76.1 

70.9 

19.5 



1.76 (s) 
1.33 (S) 
5.99 (s) 



5.15 (dt, J=5.5, 10.0) 

2.94 (dd, i/=5.5, 13.5), 3.25 (dd, Js5.5, 13.5) 



7.21 (d, J=7.0) 
7.26 (I, */=7.0) 
7.19 
7.50 



fd, J=7.0) 
(d, Jb10.0) 



L65 (dd, J=2.0, 8.0) 
.76 (n 



4.65 

1.76 (rn), 2.32 (m) 
2.16 (m) 

3.21 (dt, J=7.5, 10.0), 3.85 (ddd, J=4.5, 8.0, 10.0) 



4.18 (dt, J=7.5, 10.0) 
1.63 (m), 1.82 (m) 
1.29 (m), 1.39 (m) 
1.38* (m) 

1.38 (m), 1.48* (m) 
1.38 (m), 1.48 (m) 
3.32 (m) 

3.59 (dq, J=6.0, 6.5) 

1.19 (d, J=3.0) 
7.11 (d, J=10.0) 



[0 0 2 2] **©E-tttKTOii9T?*>5. 
Aib : a— TS /-tf V^"!) y9Wt( (-aminoisobutyric 
acid) 

Phe : 7x^;VT7-y 
Pro : 'fu ]) y 

Add:2-T^/-8, 9 - V t: Kp / 4 y V 

6&(2-amino-8, 9-dihydroxydecanoic acid) 



[0 0 2 3] H1S0J2 
TGF-3^ffl9J£ffi 

TGF-i3*ffitt**iiji-5fcae>, u#-*-»e*« 
y^iSttfbH^-i (pai-1) ©j&aasgiarsrsix 

SS^JRLh&flflia (Mv lLu) (Journal of Biolo 
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gical Chemistryg!262^: 17467-17414H, 1987^) <DP 
Al-i^D^Ht&fOTW:, &ft/W7 = 9 
— ififfc^Sr h5^7*^V3 (Analytical 
Biochemistry^216^: 276-284Jf, 1994*£) 0 ±GMfttr 
JB^T, ft^**«JPL*:itlc»P>ixa*3ftft«rTG 
F-0«^<D»«K:Ui: o TGF-JftP 

i#*n£i*fc 0 YM- 1 7 5 2 0 1MI10. 9 

8/iM-l. OmMOMTfttJUatftiliaPS*^ 

*MSIB*fiH4tt* MTTS (Journal of Imraunologica 



1 Methods £J115*.61-69H, 1988^) £/8V>T$J£L 
it 0 ^(DB^z. YM- 1 7 5 2 0 lftWi* >?Jfi±& 
HUSKS* U I C 5 0»ci3V^T*nfc«Itt«SFStt*r 

[0 0 2 4] 

[»«©»*] *$5W&®fc, TGF-0*HWHJW*i 

«S (breast cancer^) , *fcf*t3{bg*IK6 (col 
orectal cancer^) & LT^ffl^fe 

So 



ItDKfRfiSCKJSftl — 5 — 7— 703 ^r-Y 
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